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Serial No.: 10/776,876 
Group Art Unit No.: 1624 



Amendments to the Claims : 



^l^Currently amended) A compound of formula (I): 




(D 
in which: 

is an aryl or heteroaryl group, optionally substituted by 1, 2, 3 or 4 substituents 
which may be the same or different selected from C(i_i8) a l k y'» C(l-18) alkox y» 
C(i_i8)alkylthio> arylC(i_j8)alkoxy, hydroxy, halogen, CN, COR 6 , carboxy, COOR 6 , 
CONRSr 10 , NR 6 COR 7 , S0 2 NR 9 R 10 , NR 6 S0 2 R 7 , NR^R™, mono to perfluoro- 
C(i-4)alkyl and mono to perfluoro-C(i_4)alkoxy, oxo. or, as a single substituent, optionally 
in combination with a further substituent as hereinbefore defined, CH2COOH or a salt 
thereof, CH2COOR8, CH 2 CONR9r10, CH 2 CN, (CH2) m NR 9 R 10 , (CH2) m OH or 
(CH 2 ) m OR 6 where m is an integer from 1 to 3; 

is an aryl or heteroaryl group, optionally substituted by 1, 2, 3 or 4 substituents 
which may be the same or different selected from C(i_ig)alkyl, C(i.ig)alkoxy, 
C(i.ig)alkylthio, arylC(i_ig)alkoxy, hydroxy, halogen, CN, COR 6 , carboxy, COOR 6 , 
CONR9R 10 , NR 6 COR 7 SO2NR*r10, NR 6 S0 2 R 7 , NR^rIO, mono to perfluoro- 
C(l-4)alkyU mono to perfluoro-C(i_4)alkoxy, and aryIC(i_4)alkyl; 

R^ is hydrogen or C(i^jalkyl which may be unsubstituted or substituted by hydroxy, 
OR 6 COR 6 carboxy, COOR 6 , CONR^rIO nr^IO, mono . or di.(hydroxyC (1 _ 
6)alkyl)amino or N-hydroxyC(i_6)alkyI-N-C(i _6)alkyl amino; 



• ' * -3- 

Serial No.: 10/776,876 
Group Art Unit No.: 1624 

R 4 is an aryl or a heteroaryl ring optionally substituted by 1, 2, 3 or 4 substituents 
which may be the same or different selected from C(i_ig)alkyl, C(j_ig)alkoxy, 
C(i_i8)alkylthio, arylC(i_ig)alkoxy, hydroxy, halogen, CN, COR 6 , carboxy, COOR 6 , 
CONR^ 10 , NR 6 COR 7 , SC^NR^R 10 , NR 6 S02R 7 , NR 9 R 10 , mono to perfluoro- 
C(i^4)alkyl and mono to perfluoro-C(i_4)alkoxy; 

R 5 is an aryl ring which is further optionally substituted by 1, 2, 3 or 4 substituents 
which may be the same or different selected from C(i_ig)alkyl, C(j_ig)alkoxy, 
C(i_i8)alkylthio, arylC(i_ig)alkoxy, hydroxy, halogen, CN, COR 6 , carboxy, COOR 6 , 
CONR^ 10 , NR 6 COR 7 , SC^NR^ 10 , NR 6 S0 2 R 7 > NR^ 10 , mono to perfluoro- 
C(i-4)alkyl and mono to perfluoro-C(i_4)alkoxy; 

R 6 and R 7 are independently hydrogen or C(i.20) alk y J ' for instance C(j^)alkyl (e.g. 
methyl or ethyl); 

R** is C(j_4)alkyl or a pharmaceutical^ acceptable in vivo hydrolysable ester group; 

R 9 and R 10 which may be the same or different is each selected from hydrogen, 
C(i_i2)alkyl, CH2R 11 , CHR 12 CC>2H or a salt thereof, or R 9 and R 10 together with the 
nitrogen to which they are attached form a 4- to 7-, preferably 5- to 7-, membered ring 
optionally containing one or more further heteroatoms selected from oxygen, nitrogen and 
sulphur, and optionally substituted by one or two substituents selected from hydroxy, oxo, 
C(l-4)alkyl, C(i_4)alkylCO, or aryl, e.g. phenyl, or oralkyl, o.g benzyl, for instance 
morpholino or piperazinc ; 

Rl 1 is COOH or a salt thereof, COOR 8 , CONR 6 R 7 , CN, CH 2 OH or CH 2 OR 6 ; 

R 1 2 is an amino acid side chain such as CH^OH from 3erino ; 
n is an integer from 1 to 4, preferably 1 or 3; 
X is O or S; and 

Z is CR 13 R 14 where R 13 and R 14 are each hydrogen or C^^alkyl, or R 13 and R 14 
together with the intervening carbon atom form a C(3_6)cycloalkyl ring. 



*g^i(original) A compo und uf fui i nula (I) as clai m ed in claim 1 in which Z - i s CH2. 

3. (Previously amende3)^V«uT£»und of formula (I) as claimed in claim 1 in which R 1 is an 
aryl group selected from phenyl and napfithyLQra heteroaryl group which comprises a 5- or 
6- membered, monocyclic heteroaryl group comprising>o^2 nitrogen heteroatoms. 
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1 1. (Previously amended) A compoupdof formula (I) as claimed in claim 1 in which is 
phenyl optionally substituted bylfalogen, trifluoromethyl, or trifluoromethoxy. 

12. (Previously amepded) A compound of formula (I) as claimed in claim 10 in which 

and togetheriorm a 4-(phenyl)phenyl substituent in which the remote phenyl ring may be 
optionally substituted by halogen or trifluoromethyl. 

13/U>eleted). 

viously amended) A compound of formula (I) as claimed in claim 1 selected from the 
group consisting of: 

l-(N-methyl-N-(4-(4-chlorophenyl)benzyl)aminocarbonylmethyl)-2-(4- 
fluorobenzyl)thio-5-(l-methylpyrazol-4-yImethyl)pyrimidin-4-one; 

l-(N-methyl-N«(4-(4-trifluoromethylphenyl)benzyl)aminocarbonylmethyl)-2-(4- 
fluon>benzyl)thio-5-(l-methylpyi^ol^ylmethy0pyrimidin-4-one; 

l-(N-(2-^methylaminoethyl)-N-(4-(4-chlorophenyl)benzyl)aminocarbonylmethyl)-2- 
(4-fluorobenzyl)thio-5-(l-methylpyrazol^-ylmethyl)pyrimidin-4-one; 

l-(N-methyl-N-(4-(4^hlorophenyl)benzyl)amino^ 
fluorobenzyl)thio-5-(2-(4-morpholino)pyriiTO 

l-(N-(2-(dimethylamino)ethyl)-N-(4-(4-trifluoromethylphenyl)benzyl)amino- 
carbonylmethyl>2-(4«fluorobenzyl)thio-5-( 1 -methyl -4-pyrazoIylmethyl)pyrimidin-4-one; 

l^-(2-(diethylamino)ethyl)-N-(4-(4^hlorophenyl)benzy^^ 
(4-fluorobenzyl)thio-5-(l-methyl-4-pyrazolylmethyl)pyrimidin-4-one; 

l^-(2-(diethylamino)ethyl)-N-(2-(4-trifluoromethylphenyl)pyrid-5-ylmethyl> 
aminoaurbonylmethyl)-2-(4-fluoroben^ 
one; 
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l-(N-(2^1-piperidino)ethyl>N-(4-(4-trifluorometa^ 
methyI)-2-(4-fluorobenzyl)thio-5-(l-methyl^pyrazolylm bitartrate; 

1 -(N-(cart>oxymethyI)-N-(4-(4-m 
2-(4-fluorobenzyl)thio-5-(l-methyM-pyraoty^ sodium salt; or 

> 

a pharmaceutical^ acceptable salt thereof. 



15. (Previously amended) A pharmaceutical composition comprising a compound of 
fornmla (I) as claimed in claim 14 and a pharmaceutical^ acceptable carrier. 

16: -18 (Deleted). 

19. (original)\A method of treating atherosclerosis which method comprises administering to 
a patient in neeasthereof an effective amount of a compound of formula (I) as claimed in 
claim 1 and a statrt 

20. (original) A process for preparing a compound of formula (I) as defined in claim 1 
which process comprised 

(a) reacting a compound oftbrmula (II): 




(ID 



in which X, Y, Z, R 1 and R 2 are as defined in cla^m 1, 
with a compound of formula (HI): 



R 5 -R 4 -CH 2 NHR 3 



in which R 3 , R 4 and R 5 are as defined in claim 1; under amide forming conditions; 



(in) 
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INVENTOR (S) : 
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SOURCE : 

DOCUMENT TYPE: 
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2005 : 1177949 CAPLUS 
143 :434728 

Methods for detecting Lp-PLA2 activity and inhibition 
of Lp-PLA2 activity 

Shou, Yaping; Siu, Yin-Fai; Walker, George T. 
USA 

U.S. Pat. Appl. Publ., 26 pp. 

CODEN: USXXCO 

Patent 

English 

1 



PATENT NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


US 2005244913 




Al 




20051103 




US 2005- 


106239 




20050414 


WO 2005113797 




A2 




20051201 




WO 2005- 


US12 948 




20050414 
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PRIORITY APPLN. 


INFO 














US 2004- 


563078P 




P 20040416 


AB The invention discloses 


methods 


for 


determining 


the 


activity of 


Lp-PLA2 



acetylhydrolase) in at least one sample from an animal. The invention 
also discloses methods for determining the inhibition of Lp-PLA2 activity in 
samples from animals that are administered an Lp-PLA2 inhibitor. 
IT 304694-39-1 

RL: PAC (Pharmacological . activity) ; BIOL (Biological study) 

(methods for detecting Lp-PLA2 activity and inhibition of Lp-PLA2 
activity) 
RN 304694-39-1 CAPLUS 

CN 1 (4H) -Pyrimidineacetamide, N- [2- (diethylamino) ethyl] -2- [ [ (4- 

fluorophenyl) methyl ] thio] -5- [ ( 1 -methyl -lH-pyrazol -4 -yl) methyl] -4-oxo-N- 
[ [4 '- (trifluoromethyl) [1, 1' -biphenyl] -4-yl] methyl] - (9CI) (CA INDEX NAME) 
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LANGUAGE : 

OTHER SOURCE (S) : 

AB Modification of 



CAPLUS COPYRIGHT 2005 ACS on STN 
2 003 : 21574 8 CAPLUS 
139:78433 

The identification of clinical candidate SB-480848: a 
potent inhibitor of lipoprotein-associated 
phospholipase A2 

Blackie, Josie A.; Bloomer, Jackie C. ; Brown, Murray 
J. B.; Cheng, Hung-Yuan; Hammond, Beverley; Hickey, 
Deirdre M. B.; Ife, Robert J.; Leach, Colin A.; Lewis, 
V. Ann; Macphee, Colin H. ; Milliner, Kevin J.; Moores, 
Kitty E. ; Pinto, Ivan L . ; Smith, Stephen A. ; 
Stansfield, Ian G. ; Stanway, Steven J.; Taylor, Maxine 
A.; Theobald, Colin J. 

Medicines Research Centre, GlaxoSmithKline , Stevenage, 
SGI 2 NY, UK 

: Bioorganic & .Medicinal Chemistry Letters (2003), 
13(6), 1067-1070 

CODEN: BMCLE8; ISSN: 0960- 8 94X 
Elsevier Science, B.V. 
Journal 
English 

CASREACT 139:78433 
the pyrimidone 5-substituent in clin . .. candidate SB-435495 
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has given a series of inhibitors of recombinant lipoprotein-associated 
phospholipase A2 with sub-nanomolar potency. Cyclopentyl fused derivative 21, 
SB-480848, showed an enhanced in vitro and in vivo profile vs. SB-435495 
and has been selected for progression to man. 
552857-42-8P 

RL: PAC (Pharmacological activity) ; PKT (Pharmacokinetics) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; USES (Uses) 

(design and structure activity of lipoprotein-associated phospholipase A2 

inhibitor SB-480848) 
552857-42-8 CAPLUS 

1 (4H) -Pyrimidineacetamide, N- (2-aminoethyl) -2- [ [ (4- 

fluorophenyl) methyl] thio] -5- [ ( 1 -methyl -lH-pyrazol -4 -yl) methyl] -4-oxo-N- 
[ [4 ' - (trif luoromethyl) [1 , 1 ' -biphenyl] -4 -yl] methyl] - (9CI) (CA INDEX NAME) 

PAGE 1-A 
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L4 ANSWER 3 OF 11 CAPLUS COPYRIGHT 2005 ACS on STN 
ACCESSION NUMBER: 2003:154252 CAPLUS 

DOCUMENT NUMBER: 13 8:205073 

TITLE: Preparation of 2 , 5-substituted 1- (aminocarbonylalkyl) - 

pyrimidin-4-ones with Lp-PLA2 inhibitory activity for 
the treatment of atherosclerosis 



Prepared by: Mary Hale ©2-2507 Rem Bldg 1D86 



Page 5 



INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



Elliott, Richard Leonard; 

Stephen Allan 

Smithkline Beecham P.L.C. 

PCT Int. Appl., 32 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



Leach, Colin Andrew; Smith, 
UK 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2003015786 




Al 




20030227 




WO 2002- 


EP9068 




20020813 


W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, 


CN, 


CO, 


CR, 


cu, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX,. 


MZ, 


NO, 


NZ, 


OM, 


PH, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 






























RW: GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 


























PRIORITY APPLN. 


INFO 














GB 2001- 


19793 




A 20010814 


OTHER SOURCE (S) : 






MARPAT 


138: 


205073 



















GI 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compds. [I; Rl, R2 = (un) substituted (hetero) aryl ; R3 = 

Het(alkyl) (wherein Het = (un) substituted 5-7 membered heterocyclyl , 
bonded directly through a ring carbon atom, comprising N atom and 
optionally O or S) ; R4 = (un) substituted (hetero) aryl; R5 = 
(un) substituted aryl; n = 1-4; X = O, S; Z = CR13R14 (R13 , R14 = H, alkyl; 
or R13 and R14 together with the intervening carbon atom form cycloalkyl)] 
which are inhibitors of lipoprotein-associated phospholipase A2 (Lp-PLA2) and 
are of use in therapy, in particular for treating atherosclerosis, were 
prepared Thus, amidation of N- [1- (2 -methoxyethyl ) piperidin-4 -yl] -4- (4- 
trif luoromethylphenyl) benzylamine with 1- (carboxymethyl) -2- (2, 3- 
dif luorobenzylthio) -5- [ ( 1-methylpyrazol -4 -yl) methyl] pyrimidin-4 -one 
(prepns. given) in the presence of HATU and (iso-Pr)2NH in DMF afforded 
II. The compds. I described in the examples were tested for Lp-PLA2 
inhibition and demonstrated IC50 values in the range 1 to 0.01 nM. 

IT 500132-05-8P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of 2, 5 -substituted 1- (aminocarbonylalkyl) -pyrimidin-4 -ones with 
Lp-PLA2 inhibitory activity for the treatment of atherosclerosis) 
RN 500132-05-8 CAPLUS 

CN 1 (4H) -Pyrimidineacetamide, 2- [ [ (2, 3 -dif luorophenyl) methyl] thio] -N- [1- (2- 

methoxyethyl) -4 -piperidinyl] -5- [ (1-methyl -lH-pyrazol -4 -yl) methyl] -4-oxo-N- 
[[4 , -(trifluoromethyl) [1 , 1 ' -biphenyl] -4 -yl] methyl] - (9CI) (CA INDEX NAME) 
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CAPLUS COPYRIGHT 2005 ACS on STN 
2002 : 641070 CAPLUS 
138:280725 

The discovery of SB-435495: A potent, orally active 
inhibitor of lipoprotein-associated phospholipase A2 
for evaluation in man 

Blackie, Josie A. ; Bloomer, Jackie C; Brown, Murray 
J. B.; Cheng, Hung^Yuan; Elliott, Richard L.; Hammond, 
Beverley; Hickey, Deirdre M. B.; Ife, Robert J.; 
Leach, Colin A.; Lewis, V. Ann; Macphee, Colin H.; 
Milliner, Kevin J.; Moores, Kitty E.; Pinto, Ivan L. ; 
Smith, Stephen A.; Stansfield, Ian G.; Stanway, Steven 
J.; Taylor, Maxine A.; Theobald, Colin J.; Whittaker, 
Caroline M. 

GlaxoSmithKline, Medicines Research Centre, Stevenage, 
SGI 2 NY, UK 

Bioorganic & Medicinal Chemistry Letters (2002) , 
12 (18) , 2603-2606 
CODEN: BMCLE8; ISSN: 0960-894X 
Elsevier Science Ltd. 
Journal 
English 

The introduction of a f unctionalized amido substituent into a series of 
1- (biphenylmethylacetamido) -pyrimidones has given a series of inhibitors 
of recombinant lipoprotein-associated phospholipase A2 with sub-nanomolar 
potency and very, encouraging developability properties. Diethylaminoethyl 
derivative, SB-435495, was selected for progression to man. 
304694-18-6P 

RL: PAC (Pharmacological activity); PKT (Pharmacokinetics); SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; USES (Uses) 

(pyrimidone SB-435495 as a lipoprotein-associated phospholipase A2 
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inhibitor) 
RN 304694-18-6 CAPLUS 

CN 1 (4H) -Pyrimidineacet amide, N- [ (4 ' -chloro [1,1' -biphenyl] -4 -yl) methyl] -2- 
[ [ (4 -f luorophenyl) methyl] thio] -N-methyl-5- [ ( 1 -methyl -lH-pyrazol -4 - 
yl) methyl] -4 -oxo- (9CI) (CA INDEX NAME) 
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Potent, orally active inhibitors of 
lipoprotein-associated phospholipase A2 : 
1- (biphenylmethylamidoalkyl) -pyrimidones 
Boyd, Helen F.; Fell, Stephen C. M.; Hickey, 
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M. B.; Ife, Robert J.; Leach, Colin A.; 
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Stanway, Steven J.; Theobald, Colin J. ; 
Caroline M. 

GlaxoSmithKline, Medicines Research Centre, Stevenage, 
SGI 2 NY, UK 

Bioorganic & Medicinal Chemistry Letters (2001) , 



MacPhee, Colin 
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Ian G. ; 
Whit taker, 
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Volume Date 2002, 12(1), 51-55 
CODEN: BMCLE8; ISSN: 0960-894X 
Elsevier Science Ltd. 
Journal 
English 

CAS REACT 136:256730 




AB A series of 1- (biphenylmethylamidoalkyl) -pyrimidones has been designed as 

nanomolar inhibitors of recombinant lipoprotein-associated phospholipase A2 
with high potency in whole human plasma. Two compds . (I, 
R=l-methylpyrazol-4-yl or 5 - (2 -methoxypyrimidin-5-yl) ) demonstrated 
excellent pharmacodynamic profiles which correlated well with their 
pharmacokinetic effects. 

IT 304694-18-6P 

RL: PAC (Pharmacological activity); PKT (Pharmacokinetics); SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; USES (Uses) 

(1- (biphenylmethylamidoalkyl) -pyrimidones as inhibitors of 
lipoprotein-associated phospholipase A2) 
RN 304694-18-6 CAPLUS 

CN 1 (4H) -Pyrimidineacetamide, N- [ (4 ' -chloro [1, 1 ' -biphenyl] -4-yl) methyl] -2- 
[ [ (4 - f luorophenyl ) methyl ] thio] -N-methyl-5- [ ( 1 -methyl -lH-pyrazol -4 - 
yl) methyl] -4-oxo- (9CI) (CA INDEX NAME) 
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Stansfield, I. G.; Stanway, S. J.; Taylor, M. A. ; 
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Journal 
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O 



F 




NR 



O 



I 



AB The lipophilic l-substituent in a series of 1- ( (amido- linked) -alkyl) - 

pyrimidones, inhibitors of recombinant lipoprotein-associated phospholipase 
A2, has been modified to give inhibitors of high potency in human plasma 
and enhanced physicochem. properties. Phenylpiperazineacetamide derivative 
(I) shows very promising oral activity. 

IT 224774-14-5P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; PRP (Properties) ; SPN (Synthetic preparation) ; THU 

(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 

(Uses) 



(preparation of 1- (arylpiperazinylamidoalkyl) -pyrimidones as orally active 
inhibitors of lipoprotein-associated phospholipase A2) 



RN 224774-14-5 CAPLUS 

CN 1 (4H) -Pyrimidinebutanamide, 2- [ [ (4-f luorophenyl) methyl] thio] -N- (9Z) -9- 
octadecenyl-4-oxo-5- (5-pyrimidinylmethyl) - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



H 




Me 




F 
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Pharmaceuticals, Harlow, Essex, CM19 5AW , UK 
SOURCE: Bioorganic & Medicinal Chemistry Letters (2001), 

11(5), 701-704 

CODEN: BMCLE8; ISSN: 0960-894X 
PUBLISHER: Elsevier Science Ltd. 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Modification of the pyrimidone 5-substituent in a series of 
1- ( (amidolinked) -alkyl) pyrimidones , lipophilic inhibitors of 
lipoprotein-associated phospholipase A2 , has given inhibitors of nanomolar 
potency and improved physicochem. properties. One of the compds. was 
identified as a potent, highly water soluble, CNS penetrant inhibitor 
suitable for i.v. administration. 

IT 224774-53-2 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Uses) 

(identification and structure-activity relationships of inhibitors of 
lipoprotein-associated phospholipase A2) 
RN 224774-53-2 CAPLUS 

CN 1 (4H) -Pyrimidineacetamide, N-dodecyl-2- [ [ (4 -fluorophenyl) methyl] thio] -4- 
oxo-5- (5-pyrimidinylmethyl) - (9CI) (CA INDEX NAME) 




CH 2 -C-NH- (CH 2 )n-Me 
F 
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From two related series of 2 - (alkyl thio) pyrimidones , a novel series of 
1- [ (amidolinked) -alkyl] pyrimidones was designed as nanomolar inhibitors of 
human lipoprotein-associated phospholipase A2 . These compds. show greatly 
enhanced activity in isolated plasma. Selected derivs. are orally active 
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IT 



RN 
CN 



with a good duration of action. 
224774-13-4P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) / BIOL (Biological 
study) ; PREP (Preparation) 

(orally active inhibitor of lipoprotein-associated phospholipase A2) 
224774-13-4 CAPLUS 

1 (4H) -Pyrimidinebutanamide, 2- [ [ (4 -f luorophenyl) methyl] thio] -N-octadecyl-4 - 
oxo-5- (5-pyrimidinylmethyl) - (9CI) (CA INDEX NAME) 




(CH 2 ) 3-C-NH- (CH 2 )l7-Me 
S~ CH 2 " 
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AB The title compds . (I) [wherein Rl, R2 , and R4 = independently 

(un) substituted (hetero) aryl ; R3 = H or (un) substituted alkyl; R5 = 
(un) substituted aryl; n = 1-4, preferably 1 or 3 ; X = 0 or S ;' Z = CR13R14; 
R13 and R14 = independently H or alkyl; or CR13R14 = cycloalkyl] were 
prepared as inhibitors of the phospholipase A2 enzyme Lp-PLA2 for the 
treatment of atherosclerosis. For example, II was formed by amidation of 
1- (carboxymethyl) -2- (4 -f luorobenzylthio) -5- ( ( l-methylpyrazol-4 - 
yl) methyl) pyrimidin-4 -one with N-methyl-4- (4 -chlorophenyl) benzylamine 
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(preparation for both starting materials given) . I inhibited recombinant 
Lp-PLA2 enzyme activity with IC50 values in the range of 0.001 to 0.00005 
uM. 

IT 304694-35-7P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; RCT (Reactant) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; RACT 
(Reactant or reagent) ; USES (Uses) 

(preparation of l-acetamido-2 - (arylalkylthio) -4 -pyrimidinone Lp-PLA2 
inhibitors by amidation of 1- (carboxymethyl) -2- (arylalkylthio) -4- 
pyrimidinones with (hetero) arylalkylamines for the treatment of 
atherosclerosis) 
RN 304694-35-7 CAPLUS 

CN 1(4H) -Pyrimidineacetamide, N- [ (4 ' -chloro [1, 1 1 -biphenyl] -4 -yl) methyl] -N- [2- 
(diethylamino) ethyl] -2- [ [ (4 -fluorophenyl) methyl] thio] -5- [ (1-methyl-lH- 
pyrazol -4 -yl) methyl] -4-oxo- , (2Z) -2-butenedioate (1:1) (9CI) (CA INDEX 
NAME) 

CM 1 

CRN 304694-31-3 

CMF C37 H40 CI F N6 02 S 
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CM 2 

CRN 110-16-7 
CMF C4 H4 04 

Double bond geometry as shown . 



H0 2 C 




C0 2 H 



REFERENCE COUNT: 



THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L4 



ANSWER 10 OF 11 CAPLUS COPYRIGHT 2 005 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) 



2000: 144863 CAPLUS 
132:180594 

Preparation of pyrimidinone derivatives for the 
treatment of atherosclerosis 
Leach, Colin Andrew; Smith, Stephen Allan 
SmithKline Beecham PLC, UK 



SOURCE : 




PCT 


Int . Appl . , 


35 pp. 










CODEN: PIXXD2 








DOCUMENT TYPE: 




Patent 








LANGUAGE : 




English 








FAMILY ACC. NUM. COUNT: 


1 










PATENT INFORMATION: 














PATENT NO. 




KIND . DATE 


APPLICATION NO. 


DATE 


WO 2000010980 




Al 


20000302 


WO 1999- 


EP6093 


19990818 


W: CA, JP, 


US 












RW: AT, BE, 


CH, 


CY, 


DE, DK, ES, 


FI, FR, GB, 


GR, IE, 


IT, LU, MC, NL, 


PT, SE 














EP 1105377 




Al 


20010613 


EP 1999- 


942894 


19990818 


EP 1105377 




Bl 


20031008 








R: AT, BE, 


CH, 


DE, 


DK, ES, FR, 


GB, GR, IT, 


LI, LU, 


NL, SE, MC, PT, 


IE, FI 














JP 2002523402 




T2 


20020730 


JP 2000- 


566254 


19990818 


AT 251613 




E 


20031015 


AT 1999- 


942894 


19990818 


US 6559155 




Bl 


20030506 


US 2001- 


763492 


20010221 


PRIORITY APPLN. INFO. 








GB 1998- 


18375 . 


A 19980821 










GB 1999- 


2009 


A 19990129 










WO 1999- 


EP6093 


W 19990818 


OTHER SOURCE (S) : 




MARPAT 132:180594 







GI 



Prepared by: Mary Hale ©2-2507 Rem Bldg 1D86 



Page 16 
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AB The title compds. [I; Rl = C02H, salt thereof, CO2R10, etc.; R2 = mono- or 

bicyclic aromatic ring system, mono- or bicyclic heteroarom. ring system; R3 
= alkyl, cycloalkyl, cycloalkylalkyl , etc.; W = S02 , a bond; X = 0, S; Y = 
A1-A2-A3 (wherein Al and A3 = a bond, alkylene; A2 = a bond, O, S, etc.; 
providing that when A2 = 0, S, SO, S02 or CONH, A3 contains at least two 
carbon atoms linking the A2 group and the CH2 group); RIO = alkyl, 
pharmaceutical^ acceptable in vivo hydrolysable ester] which are 
inhibitors of the enzyme LpPLA2, and are useful in treating inter alia 
atherosclerosis, were prepared E.g., a 3-step synthesis of pyrimidinone II 
starting with l-undecyl-5- (2 -methoxypyrimidin-5-ylmethyl) -2 -thiouracil , 
was given. Compds. I were tested for Lp-PLA2 inhibition and showed IC50 
of 0.0004-3.2 *xM. 
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RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; RCT (Reactant) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; RACT 
(Reactant or reagent); USES (Uses) 

(preparation of pyrimidinones as antiatherosclerotics) 
RN 259532-13-3 CAPLUS 

CN 1 (2H) -Pyrimidineacetic acid, 5- [ [1- [2 - (dodecylmethylamino) -2 -oxoethyl] -2- 
[ [ (4 -f luorophenyl) methyl] thio] -1, 4 -dihydro-4 -oxo-5 -pyrimidinyl] methyl] -2- 
oxo-, ethyl ester (9CI) (CA INDEX NAME) 
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O 

II 



CH 2 ~ C- OEt 




O Me 

II I 

CH 2 -C-N- (CH 2 ) H-Me 



S- CH 2 
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2000 


-530713 


20000628 


US 


2002 


-115452 


20020402 


GB 


1997 


-23352 


A 19971106 


GB 


1997 


-23358 


A 19971106 


WO 


1998 


-EP6988 


W 19981023 


US 


2000 


-530713 


A3 20000628 



MARPAT 130:352278 
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R 2 - Y— CH2-X 




Z — Rl 



A- 



CH 2 



X J 

Ph-CH2-S N 




N 



H 2 C— CH 2 ~OMe 



II 



AB The title compds . I [Z is a bond and Rl is halo, or Z is CR3R4 wherein R3 
and R4 are each hydrogen, alkyl, or CR3R4 = cycloalkyl ring; Rl is aryl or 
heteroaryl group optionally substituted by 1 - 4 substituents ; X = O, S; Y 
is A1A2A3 in which Al and A3 each represent a bond or alkylene, and A2 
represents a bond or O, S, etc.; a proviso is given; R2 is aryl or 
heteroaryl group optionally substituted by 1 - 4 substituents; W is a bond 
and R7 is hydrogen; or W is S02 or a bond; R7 is Rl or hydrocarbyl group 
(further detail on said hydrocarbyl group is given)] are prepared I are 
useful in the treatment of atherosclerosis (no data). For example, 
pyrimidinone derivative II was prepared Compds. of this invention were found 

to 

have IC50 values in the range 0.0001 to 60 uM in the test for 
lipoprotein-associated phospholipase A2 (Lp-PLA2) inhibition. 
IT 224778-23-8P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic ,use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation and therapeutic effect of pyrimidinone derivs . as Lp-PLA2 
inhibitors) 
RN 224778-23-8 CAPLUS 

CN 1 (4H) -Pyrimidinehexanamide, N-butyl-2- [ [ (3 , 4-dif luorophenyl) methyl] thio] -4- 
oxo-5- (5-pyrimidinylmethyl) - (9CI) (CA INDEX NAME) 
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RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



=> dis his 

(FILE 1 HOME 1 ENTERED AT 13:24:51 ON 20 DEC 2005) 

FILE 1 REGISTRY ' ENTERED AT 13:24:56 ON 20 DEC 2005 

LI STR 

L2 6 S LI 

L3 191 S LI FUL 

FILE 'CAPLUS' ENTERED AT 13:27:41 ON 20 DEC 2005 
L4 11 S L3 

L5 0 S L4 AND PD<MAY 1999 



=> d 13 que stat 
LI STR 



O 7 



2 



9 

3 C— Cy 
1 N^ ^C^ 10 



5 ^>C 



Cy^AkV^-Gl 
16 15 8 



ii 



I 14 
G2 o 



C^N 
12 13 



VAR G1=0/S 
REP G2= (1-5) C 
NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 16 

STEREO ATTRIBUTES: NONE 

L3 191 SEA FILE=REGISTRY SSS FUL LI 



100.0% PROCESSED 5052 ITERATIONS 
SEARCH TIME: 00.00.01 



191 ANSWERS 



=> fil reg 

COST IN U.S. DOLLARS 
FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 



SINCE FILE 
ENTRY 
57.13 

SINCE FILE 
ENTRY 
-8.03 



TOTAL 
SESSION 
220.39 

TOTAL 
SESSION 
-8.03 
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FILE ' REGISTRY ' ENTERED AT 13:29:07 ON 20 DEC 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 19 DEC 2005 HIGHEST RN 870234-75-6 
DICTIONARY FILE UPDATES: 19 DEC 2005 HIGHEST RN 870234-75-6 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH JULY 14, 2 005 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

***************************************** ******** ******************** 

* * 

* The CA roles and document type information have been removed from * 

* the IDE default display format and the ED field has been added, * 

* effective March 20, 2005. A new display format, IDERL, is now * 

* available and contains the CA role and document type information. * 

* * 
********************************************************************* 

Structure search iteration limits have been increased. See HELP SLIMITS 
for details. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : //www . cas . org/ONLINE/UG/regprops . html 

=> s benzyl (1) aminocarbonylmethyl (1) pyrimidin? 



280779 BENZYL 
9 BENZYLS 



280779 BENZYL 



(BENZYL OR BENZYLS) 



63 AMINOCARBONYLMETHYL 



L6 



1036492 PYRIMIDIN? 

1 BENZYL (L) AMINOCARBONYLMETHYL (L) PYRIMIDIN? 



=> fil caplus;s 16 or 
COST IN U.S. DOLLARS 



benzyl (1) aminocarbonylmethyl (1) pyrimidin? 



FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
14.23 



TOTAL 
SESSION 
.234.62 



DISCOUNT AMOUNTS (FOR 



QUALIFYING ACCOUNTS) 



SINCE FILE 
ENTRY 
0.00 



TOTAL 
SESSION 
-8.03 



CA SUBSCRIBER PRICE 



FILE 'CAPLUS' ENTERED AT 13:29:47 ON 20 DEC 2005 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2005 AMERICAN CHEMICAL SOCIETY (ACS) 
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Copyright of the articles to which records in this database refer is 
held by the publishers listed' in the PUBLISHER (PB) field (available 
for records .published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in- the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 20 Dec 2005 VOL 143 ISS 26 
FILE LAST UPDATED: 19 Dec 2005 (2 0051219/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http : //www. cas . org/ inf opol icy . html 



1 L6 
171403 BENZYL 

52 BENZYLS 
171424 BENZYL 

(BENZYL OR BENZYLS) 
~93 AMINOCARBONYLMETHYL 
81333 PYRIMIDIN? 

0 BENZYL (L) AMINOCARBONYLMETHYL (L) PYRIMIDIN? 
L7 1 L6 OR BENZYL (L) AMINOCARBONYLMETHYL (L) PYRIMIDIN? 

=> d ibib abs hitstr 



L7 ANSWER 1 OF 1 CAPLUS COPYRIGHT 2005 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 

PATENT ASSIGNEE (S),: 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2000 : 790484 CAPLUS 
133:350250 

Preparation of 1- (piperazinylcarbonylalkyl) -2 - 
(arylalkylthio) -4 -pyrimidinones as lipoprotein 
associated phospholipase A2 inhibitors 
Hickey, Deirdre Mary Bernadette; Ife, Robert John; 
Leach, Colin Andrew; Smith, Stephen Allan 
SmithKline Beecham PLC, UK 
PCT Int. Appl., 70 pp. 
CODEN: PIXXD2 
Patent 
English . 
1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



2000066566 




Al 




20001109 




WO 2000- 


EP3726 




20000425 


W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


,BA, 


BB, 


BG, 


BR, 


BY, 


CA, 


CH, 


CN, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG,* 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 


. TM, 


TR, 


TT,. 


TZ, 


UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


ZA, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJv. 


TM 














RW: GH, 


GM, 


KE, 


LS, 


MW, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


zw, 


AT, 


BE, 


CH, 


CY, 


DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 
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EP 1173424 Al 20020123 EP 2000-927053 20000425 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 

IE, SI, LT, LV, FI, RO 

JP 2002543189 T2 20021217 JP 2000-615597 20000425 

PRIORITY APPLN. INFO.: GB 1999-10079 A 19990501 

WO 2000-EP3726 W 20000425 

OTHER SOURCE(S): MARPAT 133:350250 
GI 



O 




AB The title compds . (I) [wherein Rl and R2 = independently (un) substituted 
(hetero) aryl; R3 = H, alkyl, alkenyl, (un) substituted (hetero) arylalkyl , 
a lkyl carbamoyl, alkyl sulf amoyl , alkyl sulf onyl , or acyl; m = 0 or 1; n = 
1-4, preferably 1 or 3 ; X = 0 or S; Z = CR13R14; R13 and R14 = 
independently H or alkyl; or CR13R14 = cycloalkyl] were prepared as 
inhibitors of the phospholipase A2 enzyme Lp-PLA2 for the treatment of 
atherosclerosis. For example, II was formed by amidation of 
1- (3-carboxyprop-l-yl) -2- (4 -f luorobenzylthio) -5- (2 -methoxypyrimid-5- 
ylmethyl)pyrimidin-4-one (preparation given) with l-(4- 

trif luoromethylphenyDpiperazine. II inhibited recombinant Lp-PLA2 enzyme 
activity with an IC50 of 2 nM. 
IT 304903-61-5P, 1- [4- (3 , 4 -Dichlorophenyl) piperazin-1- 
ylcarbonylmethyl] -2- ( (4 -f luorobenzyl) thio) -5- [1- 

(dimethylaminocarbonylmethyl) -2 -oxopyrimid-5-ylmethyl] pyrimidin-4 -one 
RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of 1- (piperazinylcarbonylalkyl) -2- (arylalkylthio) -4- 
pyfimidinone Lp-PLA2 inhibitors by amidation of 1- (carboxyalkyl) -2 - 
(arylalkylthio) -4-pyrimidinones with piperazines) 
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RN 
CN 



304903-61-5 CAPLUS 

1(2H) -Pyrimidineacetamide, 5- [ [1- [2- [4- (3 , 4-dichlorophenyl) -1-piperazinyl] 
2-oxoethyl] -2- [ [ (4 -fluorophenyl) methyl] thio] -1, 4-dihydro-4 -oxo-5- 
pyrimidinyl] methyl] -N,N-dimethyl-2 -oxo- (9CI) (CA INDEX NAME) 



PAGE 1-A 




N C-CH2- 




/N N 
Me 2 N-C-CH 2 || 



PAGE 2 -A 

II 
0 

REFERENCE COUNT : . 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



=> dis his 

(FILE 'HOME' ENTERED AT 13:24:51 ON 20 DEC 2005) 

FILE 'REGISTRY' ENTERED AT 13:24:56 ON 20 DEC 2005 

LI STR 

L2 6 S LI 

L3 191 S LI FUL 



FILE 'CAPLUS' ENTERED AT 13:27:41 ON 20 DEC 2005 
L4 11 S L3 

L5 0 S L4 AND PD<MAY 1999 

FILE 'REGISTRY' ENTERED AT 13:29:07 ON 20 DEC 2005 
L6 IS BENZYL (L) AMINOCARBONYLMETHYL (L) PYRIMIDIN? 
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L7 



FILE 'CAPLUS' ENTERED AT 13:29:47 ON 20 DEC 2005 

1 S L6 OR BENZYL (L) AMINOCARBONYLMETHYL (L) PYRIMIDIN? 



=> d 13 que stat 
LI 



STR 




O 7 



Cy^Ak^Gl 
16 15 8 



C^N 
12 13 



VAR G1=0/S 
REP G2=(l-5) C 
NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 16 

STEREO ATTRIBUTES: NONE 

L3 191 SEA FILE=REGISTRY SSS FUL LI 

100.0% PROCESSED 5052 ITERATIONS 191 ANSWERS 

SEARCH TIME: 00.00.01 



=> log y 

COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
11.06 



TOTAL 
SESSION 
245.68 



FULL ESTIMATED COST 



DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 



SINCE FILE 
ENTRY 
-0.73 



TOTAL 
SESSION 
-8.76 



CA SUBSCRIBER PRICE 



STN INTERNATIONAL LOGOFF AT 13:29:59 ON 20 DEC 2005 
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